Abstract
Introduction
Patients with schizophrenia are at higher risk of mortality than individuals without the condition; patients with schizophrenia have a life expectancy approximately 20% shorter than the general population [1] . Patients with schizophrenia commonly have an unhealthy lifestyle, characterized by poor diet selection. Such patients are at an elevated risk of weight gain, leading to obesity and metabolic syndrome [2] [3] [4] . Some studies have reported that the prevalence of metabolic syndrome among patients with schizophrenia could range from approximately 20% to 40%. One population-based prevalence study found that patients with schizophrenia showed an elevated incidence of diabetes mellitus (DM), hypertension (HT), and hyperlipidaemia [5] . According to a study conducted in several institutions in Taiwan, the prevalence of hypertriglyceridemia (35.2%) and low levels of high-density lipoprotein (HDL) (42.6%) in patients with schizophrenia were higher than in the healthy group [6] . It has been reported that patients with acute-phase schizophrenia have poorer lipid profiles, such as lower HDL and higher low-density lipoprotein (LDL), which are related to the risk of developing cardiovascular disease and DM [7] . Central obesity, HT, hyperglycaemia, and dyslipidaemia are the core problems of metabolic syndrome that contribute to the high prevalence of cardiovascular disease [8] . Several studies have reported increased mortality with cardiovascular disease [9] . Japanese patients with schizophrenia may therefore have a higher mortality risk through obesity, HT, hyperlipidemia, and DM than the general population.
In Japan, most psychiatric care is entrusted to private psychiatric hospitals, the majority of which belong to the Japan Psychiatric Hospitals Association. In that country, 66.7% of all inpatients in psychiatric hospitals had been hospitalized for over 1 year at the time of the present investigation, and the mean duration of hospitalization of Japanese patients with schizophrenia is longer than with such patients in Europe and North America [10] . Differences in healthcare systems between Japan and other countries could therefore affect the incidence of obesity, HT, hyperlipidemia, and DM. Despite the importance of examining the prevalence of these physical risk in patients with schizophrenia, few large-scale studies have investigated these problems in Japan. In the present study, we used a large questionnaire survey in a joint project to establish the prevalence of obesity, HT, hyperlipidemia, and DM in Japanese patients with schizophrenia.
Methods
The survey was approved by the Ethics Committee of the Japan Psychiatric Hospitals Association. Written informed consent was obtained from all participants. The Japan Psychiatric Hospitals Association comprises 1217 facilities. In an investigation conducted by the Ministry of Health, Labour and Welfare in 2008, the number of Japanese patients with schizophrenia was found to be 795,000 [11] , and the majority of them were treated by the Japan Psychiatric Hospitals Association. A joint project with the cooperation of the Japan Psychiatric Hospitals Association and the Japanese Society of Clinical Neuropsychopharmacology, with the aim of protecting patients with schizophrenia, was started in Japan in December 2012.
Subjects
We conducted a questionnaire survey between January 2012 and July 2014. We obtained responses from 7655 outpatients and 15,461 inpatients in 520 facilities for outpatients and 247 facilities for inpatients belonging to the Japan Psychiatric Hospitals Association. All the patients were diagnosed with schizophrenia based on the Diagnostic and Statistical Manual of Mental Disorders, fourth edition, text revision, or the International Statistical Classification of Diseases and Related Health Problems, version 10. We excluded individuals aged under 20 years and those whose gender and body mass index (BMI) data were not assessed (n = 3,438). We analysed a final total of 19,678 individuals (5,441 outpatients, 14,237 inpatients; Fig 1) .
Measurements
After reviewing the relevant literature and guidelines, we compiled a brief questionnaire covering demographic data (age and gender), body height and weight, waist circumference (WC), blood pressure (BP), total cholesterol (TC), triglyceride (TG), LDL cholesterol, HDL cholesterol, and fasting plasma glucose (FPG) levels. BP was measured twice using a standard mercury sphygmomanometer while the individual was seated after at least a 5-minute rest. BMI was determined as the ratio of weight to height (kg/m 2 ). Body height, weight, waist circumference and blood pressure were measured by skilled medical staff. Standardized health questionnaires were used to determine behaviour, including current smoking status. Medical staff also checked the data of TC, TG, LDL, HDL, and FPG by medical record within most recent three months. TC, TG, LDL, HDL, LDL/HDL ratio and FPG were also measured using standard analytical techniques.
Definitions
In the present study, we investigated the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM as physical risk of patients with schizophrenia. We applied the definition of obesity in the Asian-Pacific region (BMI !25 kg/m 2 ) to categorize obesity [12] . DM was defined on the basis of FPG !126 mg/dl. Individuals were diagnosed as having HT if systolic pressure was !130 mmHg or diastolic BP !85 mmHg. Hypertriglyceridemia was defined as TG !150 mg/dl. Hyper-LDL cholesterolemia was defined as LDL !140 mg/dl. Hypo-HDL cholesterolemia was defined as HDL<40 mg/dl in males and <50 mg/dl in females.
Statistical analysis
To compare the main demographic and clinical characteristics between the groups, we performed the unpaired Student's t test to analyse continuous variables and the chi-square test to analyse categorical variables. A multivariate logistic regression analysis was performed to assess the effect of type of care, age and gender as a risk factor for obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM. The threshold for significance was set at p<0.05. SPSS for Windows, version 19.0 (IBM Japan, Tokyo, Japan) was used for statistical calculations.
Results
Prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM and clinical characteristics Tables 1 and 2 show the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM and clinical characteristics for the outpatients, inpatients and Japanese general population. Compared with intpatients, outpatients were significantly higher BMI, WC, systolic BP, diastolic BP, LDL, LDL/HDL ratio, TC, TG, and FPG levels. The outpatients had significantly higher prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM than the inpatients. The inpatients had significantly lower prevalence of obesity, HT, hypertriglyceridemia, and hyper-LDL cholesterolemia than the general population. The prevalence of hypo-HDL cholesterolemia was higher in the inpatients than the outpatients and the general population. The inpatients were also significantly older and had lower BMI and WC than the outpatients. These results were independent of gender. There was a significant difference in antipsychotic therapy status between the outpatients and inpatients; total antipsychotics (chlorpromazine equivalents) administered were greater in the inpatients than in outpatients.
Age-specific prevalence of obesity, hypo-HDL choresterolemia and DM Tables 3-5 show the prevalence of obesity, hypo-HDL choresterolemia and DM in the outpatients, inpatients, and Japanese general population according to age [13] . The overall prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM among the outpatients was higher than among the inpatients. In particular, among individuals aged !60 years, the prevalence of obesity and DM among the outpatients was about 3-fold higher than among the inpatients. With older individuals, the prevalence of obesity and DM among the inpatients was lower than among the general population. Although the prevalence of obesity in male inpatients was lower than in the general population aged !50 years, female inpatients showed a higher prevalence of obesity than the general population at a younger age. Among individuals aged 59 years, the prevalence of hypo-HDL cholesterolemia among the inpatients was higher than among the general population, although there were no difference in the prevalence of hypo-HDL cholesterolemia between the outpatients and the general population. The prevalence of HT, hypertriglyceridemia and hyper-LDL cholesterolemia among the outpatients were also higher than among the inpatients.
The effect of type of care on the odds ratio for obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM
To assess the independent effect of type of care for schizophrenia on the odds ratio for obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM, a logistic regression analysis was performed (Table 6 ). Except for hypo-HDL cholesterolemia, the odds ratios of having obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM were significantly higher for outpatients when analysed with age and gender as covariates.
Discussion
In the present nationwide survey, we found the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM in Japanese outpatients with schizophrenia to be higher than in inpatients with schizophrenia. With older individuals, the prevalence of HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM among inpatients was lower than in the general population. Only the prevalence of hypo-HDL cholesterolemia among the inpatients was higher than among the outpatients and the general population. To the best of our knowledge, the present study is the largest survey to clarify the difference in the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, hypo-HDL cholesterolemia and DM between Japanese outpatients and inpatients with schizophrenia.
Difference in the physical risk between the outpatients and inpatients
Many studies have found schizophrenia to be associated with obesity, and DM. Some reports have found DM among patients with schizophrenia to be 2-fold higher than in the general population [5, 14] . The increased incidence of obesity, and DM among patients with schizophrenia is associated with lifestyle factors [15, 16] . However, there have been few previous studies that compared the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM in outpatients with those in inpatients. Although our study design could not control the potential confounding factors such as lifestyle factors, genetic factors, and medication effects, we identified the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM between Japanese outpatients and inpatients in this large-scale survey. A major finding in the present study was that the outpatients had a significantly higher prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM than the inpatients. Other studies have also established a higher prevalence of HT in outpatients than in inpatients [17, 18] . Schizophrenia-related HT has been associated with weight gain and metabolic syndrome through patients' sedentary lifestyles [19] . The present study also identified a higher risk of developing hyperlipidaemia in outpatients with schizophrenia. Obesity in individuals with an unhealthy lifestyle of reduced physical activity and poor diet is more common in outpatients with schizophrenia than inpatients, and this could also be related to hyperlipidaemia. In the general population, it has been said that hyperlipidaemia may play a primary role in the development of atherosclerotic vascular disease and subsequent death due to the disease [20] . Previous study suggest that LDL /HDL ratio are risk indicator for atherosclerosis with greater predictive value than each lipid parameter used independently [21] . Another study suggests that patients with schizophrenia had higher LDL / HDL ratio than healthy general population. In the present study, there were significant difference in LDL/HDL ratio between the outpatients and inpatients [22] . This finding also suggest that outpatients with schizophrenia may have higher risk for development of dyslipidaemia and atherosclerotic vascular disease. However, there may be an overall underestimation in the findings related to this issue owing to uneven recognition and management of cholesterol in patients with schizophrenia [23] .
The mental health system in Japan
We were unable to establish why Japanese outpatients with schizophrenia had a higher prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM. One possible Physical Risk and Schizophrenia in Japan reason about these differences between outpatients and inpatients may be that long-term hospitalization has a protective effect on the physical health of patients with schizophrenia. The system for dealing with patients with schizophrenia in Japan is hospital-based, and it has the largest number of psychiatric beds per person in the world. Long-term hospitalization is a severe problem and leads to greater medical costs. However, it may affect the lower prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM in Japanese inpatients with schizophrenia compared with outpatients because the inpatients receive constant lifestyle management.
Age and gender differences between the outpatients and inpatients
We also conducted an age-specific analysis of the prevalence of obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM and found that among individuals aged !60 years, the prevalence of obesity and DM in outpatients was about 3-fold higher than in inpatients. Older age are strongly related to DM, HT, and hyperlipidaemia [24] . However, age-specific analyses of schizophrenia have found a higher incidence of these metabolic co-morbidities among younger patients [25] . It has been reported that the adjusted risk of DM in patients with schizophrenia was greater in females than in males for all age groups, the greatest risk in females being for those aged 20-29 years [5] . Our age-specific analysis also demonstrated that the prevalence of HT and DM was elevated in older age groups. Our findings reflect the greater vulnerability of older patients in developing HT and DM. In comparison with the general population, younger patients with schizophrenia (20-29 years) showed a greater likelihood of having hyperlipidaemia. Hyperlipidaemia may be common among young adults with schizophrenia owing to their higher prevalence of obesity, unhealthy dietary intake, and unhealthy lifestyles [26] . Additionally, there may be a greater likelihood of younger people being unaware of their hyperlipidaemia, and under-diagnosis may be more problematic for that age group [27] . Psychotic symptoms usually occur during adolescence or in young adulthood and then present a chronic pattern, which negatively affects the individual's cognition, social and physical activity levels, and self-care. It is also necessary to note that metabolic disturbances may be independent of increased body weight and can be an early biochemical change after initiating antipsychotic use [28] . It is therefore important to make regular checks of the blood lipid profile for early detection and consequent treatment in patients with schizophrenia. Gender differences associated with schizophrenia and the risk of hyperlipidaemia, HT, and DM deserve attention. Some studies have found female patients with schizophrenia to be at higher risk for metabolic syndrome [29, 30] . However, we found that the incidence of DM was slightly greater among males than among females. Because our findings are from a cross-sectional study and limited by some unavailable data, further investigations are needed to examine gender-specific issues in patients with schizophrenia.
In the present study, contrary to our expectations, only the prevalence of hypo-HDL cholesterolemia among the inpatients was higher than among the outpatients and the general population. It was reported that the most likely improvement in the lipid profile induced by physical activity is an increase in HDL cholesterol [31] . In hospital, where physical activity is relatively confined, it may be difficult to increase the value of HDL.
Limitation
This study has limitations similar to those of other cross-sectional surveys of patients with schizophrenia and metabolic syndrome. Because we were unable to obtain information about the duration of illness and medication, we did not consider the influence of antipsychotics.
Conclusion
We conducted a large questionnaire survey and observed that Japanese outpatients with schizophrenia were more likely to have physical risk such as obesity, HT, hypertriglyceridemia, hyper-LDL cholesterolemia, and DM than inpatients. The average length of hospitalization in Japan is the longest in the world, and there has been a gradual ageing of inpatients in Japan. This aspect of Japan's mental health system may be related to the difference in physical risk between outpatients and inpatients with schizophrenia. Someya.
